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The synthesis of protein by the skeletal muscle of diabetic rats is subject to translational control by insulin (Wool et al., 1972) . Thus when the hormone is administered to rats made diabetic by alloxan the polyribosomes rapidly aggregate, even if the synthesis of new RNA is prevented (Stirewalt et al., 1967) . As a prelude to studying the mRNA of skeletal muscle, we have been examining polyribosomes isolated by merent methods.
We report here that when amedium of high ionic strength is used to isolate polyribosomes from the skeletal muscle of rats made diabetic by alloxan the effect of insulin is obscured, apparently by the action of a nuclease. This does not occur if the polyribosomes are extracted in a medium of low ionic strength, or if the rats are made diabetic with streptozotocin.
In their original studies, Wool and co-workers (Stirewalt et al., 1967) isolated ribosomes from skeletal muscle using a method in which the initial homogenization of the tissue was in a medium of low ionic strength (Florini & Breuer, 1966) . However the use of a higher ionic strength (250m-, rather than 8 O m~-, KCI) gives a greater yield of ribosomes, and we decided to use this method (Stirewalt et al., 1971) in our own work. Figs. l(a) and l(b) show that there was a similar proportion of polyribosomes when ribosomes were extracted from the thigh and gastrocnemius muscle of normal 135 g male rats at either high or low ionic strength. At 2 days after intravenous injection of alloxan (8mg) there was extensive disaggregation of the polyribosomes extracted at high ionicstrength ( Fig. lc) , but this was apparently not reversed 3Umin after intraperitoneal injection of 5 units of insulin (Fig. Id) . However, when the ribosomes were extracted in a medium of low ionic strength, the polyribosomes did reaggregate (Figs. l e and If).
Moreover, when insulin was injected into rats 3 days after induction of diabetes with streptozotocin (9mg), re-formation of the skeletal-muscle polyribosomes was seen even if the ribosomes were extracted at high ionic strength (Figs. l g and lh) . These results suggest that alloxan causes the induction or activation of a ribonuclease which is extracted into the postmitochondrial fraction if the skeletal muscle is homogenized in a medium of high ionic strength. This causes the degradation of polyribosomes that have reassembled in viuo in response to insulin. The fact that streptozotocin does not have this side effect testifies further to the superiority of this drug in the study of experimental diabetes (Kerup, 1970), and our results emphasize the need for careful assessment of studies on protein synthesis in rats made diabetic with alloxan.
We do not know what is the intracellular substrate for the putative nuclease produced in response to treatment with alloxan. The enzyme is clearly not involved in the degradation of skeletal-muscle RNA during diabetes, for the extent of this degradation is similar in both types of diabetes (3 days after injection of alloxan or streptozotocin the RNA/DNA ratio was decreased to 73 and 74% of normal respectively). Moreover, we 568th MEETING, ABERDEEN 683 Table 1 . Ribonuclease activity of postmitochondrial supernatant from skeletal muscle of normal and diabetic rats Postmitochondrial supernatant (containing about 5 mg of protein) was incubated for 120min at 37°C with 32P-labelled rRNA (33000c.p.m.) and non-radioactive yeast RNA (0.5mg) in O.2~-sodium acetate (pH7.6) in a total volume of 2ml. Undigested RNA was precipitated and the acid-soluble radioactivity determined (Barrett, 1972 found no increase in ribonuclease activity in the postmitochondrial supernatant from the muscle of alloxan-diabetic rats when we followed the conversion of 3zP-labelled rRNA into acid-soluble fragments ( Table 1) . It is likely therefore that the putative ribonuclease is a relatively specific endonuclease releasing large oligonucleotides which are insoluble in acid.
In view of the net breakdown of RNA during diabetes it might have been expected that there would be an increase in the activity of ribonuclease, similar to that seen in dystrophic muscle (Abdullah & Pennington, 1968) . However, this does not appear to be the case, for we also found no increase during diabetes in the acid ribonuclease present in unfractionated homogenates of skeletal muscle (L. H. Fahmy & D. P. Leader, unpublished work) . It is therefore possible that the loss of skeletal-muscle RNA during diabetes is caused solely by a decrease in the rate of its synthesis, in a manner analogous to that established for the control of the total protein of skeletal muscle (Millward et al., 1976) .
We 
